We describe the complicated course of a rare pregnant woman with symptomatic Huntington disease (HD) and discuss multidisciplinary care issues that may be encountered. A 31-year-old gravida 2, para 1 with advanced HD was admitted at 30 weeks gestation for preterm labor. Her course was complicated by progressive cognitive and physical impairment, dysphagia, malnutrition, diabetes insipidus, aspiration pneumonia, chorioamnionitis, preterm delivery and pyelonephritis. Pregnant women with symptomatic HD may present multiple challenges requiring extensive multidisciplinary input.
Introduction
Huntington disease (HD) is an adult-onset autosomal dominant disorder characterized by progressive deterioration of intellectual function, bradykinesia, rigidity and progressive chorea. It is rare, occurring with a prevalence of approximately 4 to 8 per 100 000 worldwide. 1 Affected individuals have an increase in the number of CAG (cytosine-adenine-guanine) triplet repeats in the Huntingtin gene on chromosome 4.
2 Individuals with inherited disease have more than 35 repeats, whereas normal individuals will have 10 to 35 CAG repeats. 2 The age of symptom onset, on average at age 40, correlates with the number of repeats. Patients with paternal inheritance may experience anticipation and have a dramatic increase in the number of repeats, 2 and may therefore have an earlier disease onset. Although symptomatic HD patients are rarely encountered during pregnancy due to its late onset, the shift toward older maternal age means obstetricians will more likely encounter pregnant patients with HD. A search of the entire PubMed literature (January 1966 to August 2007; search terms: Huntington disease and pregnancy) yielded 203 reports focusing mainly on prenatal diagnosis and counseling among healthy individuals at risk for HD. However, none of these reports focused on care issues relevant to our patient with a pregnancy complicated by advanced HD. We therefore describe the illustrative complicated course of our patient and discuss related issues and others that may arise in the care of such patients.
Case
A 31-year-old white female, G2P1, was referred at 25 weeks gestation due to an unplanned pregnancy. She had a 5-year history of symptomatic HD and was under the care of a neurologist. She had deteriorated significantly over the preceding year, with impairment of cognition, communication, swallowing and ambulation. Her father had committed suicide at age 44, 4 years after he was diagnosed with symptomatic HD. She had an uncomplicated term vaginal delivery 2 years prior to the diagnosis of HD. She was on paroxetine and clonazepam for depression and anxiety. She was wheelchair-bound with chorea and appeared malnourished. Fetal growth and anatomy were normal. She was maintained on oral liquid dietary supplements.
At 30 weeks, she was admitted in preterm labor but arrested at a cervical dilatation of 4 cm after tocolytics and steroids for pulmonary maturation. While hospitalized, she manifested findings consistent with diabetes insipidus including polyuria, acute renal failure, hypernatremia, a free water deficit and hyperosmolality. She had a salutary response to desmopressin (DDAVP) after evaluation by endocrinology. Attempts to wean her off DDAVP failed and she was kept on a maintenance dose postpartum.
With deteriorating nutritional status and cachexia as a result of intractable dysphagia, enteral feeding was recommended. Management of tube feeds was unusually difficult including a need for computed tomography-guided placement of a Dobhoff tube, recurrent tube dislodgment and findings consistent with aspiration pneumonia. Endoscopic placement of a percutaneous endoscopic gastrostomy tube was unsuccessful due to distortion of the stomach and pyloric incompetence and inability to maintain gastric distension. Antibiotics and total parenteral nutrition were initiated.
During the same hospitalization, she developed pyelonephritis (Klebsiella pneumoniae), which responded to appropriate antibiotics. At 33 weeks, she developed chorioamnionitis and labor was induced. She received epidural anesthesia and spontaneously delivered a male infant with Apgar scores of 7 and 8, at 1 and 5 min, respectively. Placental pathology showed acute subchorionitis. Her central line was discontinued on postpartum day 1 because of suspected site infection (the tip grew coagulase-negative Staphylococcus sp) and a repeat urine culture grew Escherichia coli. The patient responded to broad-spectrum antibiotics. A percutaneous endoscopic gastrostomy tube was successfully placed on postpartum day 5 and enteral feeds resumed. She was discharged home on postpartum day 12. The neonate was discharged in good health at 1 month of age. Testing of the neonate for carriage of the Huntingtin gene was declined.
Comment
This patient highlights several issues pertinent to pregnant women with impaired mental, autonomic and physical ability such as symptomatic HD patients. While chorea was prototypical, the presence of dysphagia indicated terminal disease and significant risk for aspiration syndrome and death.
1 Therefore, early in pregnancy, counseling regarding pregnancy termination for maternal benefit would be reasonable. Although prenatal diagnosis is available, it is highly controversial, as termination of pregnancy is rare due to the late, adult-onset of the disease. 2 The early age of onset in our patient is consistent with paternal inheritance and anticipation due to a higher number of CAG triplet repeats, which is characteristic of early-onset HD.
Although not applicable to our patient who presented at 25 weeks gestation, had she presented for preconception counseling, preimplantation genetic diagnosis could have been offered to reduce the risk of an affected offspring. In a patient who is symptomatic from HD, she is known to carry the expansion, and therefore disclosure of fetal results will not de facto reveal the maternal (or paternal, if applicable) genetic status. Patients who have a 50% chance of carrying an expansion but have not become symptomatic nor have they had genetic testing to determine their genotype may wish to pursue prenatal diagnostic testing to reduce the risk of having offspring who would develop HD. If a patient's genotype is unknown, but the fetus is found to be affected, by default the patient must carry the expansion. A number of methods have been developed to prevent inadvertent disclosure of the patient genotype, and its attendant trauma, during fetal testing. For prenatal diagnostic procedures, linkage analysis-based techniques have been described. For preimplantation genetic diagnosis, procedures such as never informing a couple of the number of embryos or even performing in vitro fertilization with sham biopsy have been described. The medical and ethical issues surrounding this testing are complex and couples would benefit from in depth counseling by genetics, reproductive endocrine and neurology professionals. 3 The challenges experienced with gastric tube placement in this patient made parenteral nutrition the only feasible option during pregnancy. Elevated intra-abdominal pressures and gastric deformation in pregnancy, combined with sphincter and muscular dysfunction associated with HD, likely contributed to the failed manual and endoscopic attempts at tube placement and increased the risk for aspiration.
Another challenge was the patient's inability to communicate effectively, especially regarding painful contractions. This caused episodes of agitation that led to tube dislodgement. Frequent tocographic monitoring was utilized to detect contractions and allow intervention to minimize discomfort and agitation. Family support was also vital as they received education on palpating contractions and assisted with nutrition, mobilization, activities of daily living and decubitus ulcer prevention. Antidepressants were indicated, as over 90% of patients with advanced HD have depression or anxiety.
1 Social work, nutrition and physical therapy services helped optimize this patient's care. Diabetes insipidus is rare in pregnancy. Frequently, it is transient, due to increased clearance of vasopressin by placental vasopressinase 4 and resolves postpartum. Postpartum resolution was not observed in our patient. Although we did not find any direct link between diabetes insipidus and HD, reports of reduced levels of hypothalamic neuropeptides in animal models of HD 5, 6 suggest an association. The cause of diabetes insipidus in our patient remained otherwise unexplained.
Additional problems may include the need for assisted second stage of labor because of impaired maternal expulsive efforts. Our parous patient easily labored down and spontaneously delivered. Advanced cervical dilatation likely contributed to placental infection. The episode of pyelonephritis may be related to the combination of pregnancy, restricted activity and muscular dysfunction of HD, which posed a higher risk for colonization. In a continuing pregnancy, antibiotic prophylaxis would be indicated.
The successful outcome of this pregnancy was possible due to a multidisciplinary effort and strong family support. Although rare, with the advancing age of the gravid population, obstetricians should be aware of potential problems posed by HD.
